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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 5 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 
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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/GB99/021 58 



I. Basis of th r port 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Articfe 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -57 as originally filed 

Claims, No.: 

1 -27 as originally filed 

Drawings, sheets: 

1 /1 3-1 3/1 3 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 
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V. R asoned stat ment und r Article 35(2) with r gard to nov Ity, inv ntiv st p r industrial 
applicability; citations and explanations supporting such statement 

• 1. Statement 



Novelty (N) 


Yes: 


Claims 


1-20 




No: 


Claims 


21-27 


Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


1-27 


Industrial applicability (IA) 


Yes: 


Claims 


1-27 




No: 


Claims 





2. Citations and explanations 
see separate sheet 

VI. Certain documents cited 

1 . Certain published documents (Rule 70.10) 
and / or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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1 . The preleminary examination report has also been drawn on basis of SEQ ID Nos 
1-61. 

V Novelty and Inventive Step 

2. In view of document EP-0490474, which discloses a fermentative process for 
production of avermectin B1 substantially free of avermectin B2 (see example), 
claims 23 to 27 are not considered to refer to novel and inventive matter in the 
sense of Art. 33(2), (3) PCT. 

Furthermore, document US 4,199,569 describes production of 22,23-dihydro C- 
076 B1 (ivermectin, 22,23-dihydroavermectin B1), (examples 6, 7 and 8) and is 
therefore considered detrimental to the subject-matter of claims 21 and 22 (Art. 
33(2), (3) PCT). 

3. With respect to the available prior art, claims 1-20 appear to refer to novel subject- 
matter, in particular because they involve a polylinker comprising multiple 
restriction sites. This feature was nowhere disclosed in the documents cited. 

It is however doubted whether it contributes an inventive aspect to the invention. 
The production of polyketides via replacment of domains involved in reduction in 
respective polyketide synthases is already known in the art (see e.g. Kao,C.M. et 
al.J. of the Am. Chem. Assoc., vol. 119, no. 46, 1997, 11339-340, or Mc Daniel, R. 
et al., J. of the Am. Chem. Soc, vol. 119, no. 18, 1997, 4309-4310). The technical 
contribution provided by the invention is the use of a polylinker comprising multiple 
restriction sites to facilitate swapping of domains and/or modules. The use of 
polylinkers for the purpose of facilitating cloning procedures is however a well- 
known and commonly applied strategy which does not require particular inventive 
skill. Moreover, the polylinker was placed in the AT-ACP boundaries, already 
mutated in Bedford et al. to create resctriction sites Pstl and Xbal (see Bedford et 
al., Chem. and Biol., 1996, vol. 3, no. 10, pages 827-831, paragraph 
"Significance", Figure 3). 

The I PEA is therefore of the opinion that the subject-matter of claims 1-20 is not 
based on inventive activity according to Art. 33(3) PCT. 
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VIII Clarity 

4. The expressions "loading module" and "extension module" appear unclear 
because they are not commonly used in the art. 

In absence of a defined number of restriction sites contained in the polylinker, 
claim 4 which refers inter alia to a polylinker wherein "at least some of the 
restriction sites are absent" does not make sense. It is noted that documents cited 
in 2.) above may be considered to disclose such nucleic acids insofar as they 
comprise two restriction sites. 

Claim 27 appears to correspond to claim 26. 

VI Certain documents cited 

5, Intervening document WO 00/00618 filed on 29.06.99, claiming a priority of 
29.06.98 and being published on 06.01.2000 may become relevant for the 
assessment of novelty when the application enters the european phase. 
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(57) Abstract 

Nucleic acid molecules encoding at least part of a Type I polyketide synthase, and having a poly I inker with multiple restriction 
enzyme sites in place of one or more PKS genes encoding enzymes associated with reduction, optionally further including nucleic acid 
incorporated into the polylinker, the further nucleic acid encoding one or more reductive enzymes; plasmids incorporating such nucleic 
acids; host cells transfected with such plasmids; methods relating thereto. 
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